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1.1 Approval Signatures

Electronic signatures can be found on the last page of this document.
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3.0 LIST OF ABBREVIATIONS

AE adverse event

ALK anaplastic lymphoma kinase

ALP alkaline phosphatase

ALT alanine aminotransferase

ANC absolute neutrophil count

AST aspartate aminotransferase

AUC area under the plasma concentration-time curve 

BID twice daily

BUN blood urea nitrogen

CL/F oral clearance

Cmax maximum observed plasma concentration

CNS central nervous system

CPK creatine phosphokinase 

CR complete response

CRO contract research organization

CSR clinical study report

CT computed tomography

ctDNA circulating tumor DNA

CxDx Cycle x Day x

CYP cytochrome P450

DCR disease control rate

DDI drug-drug interaction

DLSS Dohmen Life Science Services

DLT dose-limiting toxicity

DOR duration of response

ECG electrocardiogram

ECOG Eastern Cooperative Oncology Group

eCRF electronic case report form

EGFR epidermal growth factor receptor

EOPE early onset pulmonary event

EORTC European Organisation for Research and Treatment of Cancer

EOT end of treatment

EQ-5D-5L the 5-level version of the EuroQol 5-dimensional questionnaire

EU European Union

FAS full analysis set

FDA Food and Drug Administration

FFPE formalin-fixed, paraffin-embedded

FISH fluorescence in situ hybridization

GCP Good Clinical Practice
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G-CSF granulocyte colony-stimulating factor

GM-CSF granulocyte macrophage-colony stimulating factor

HbA1c hemoglobin A1c

HBcAb hepatitis B core antibody

HBsAb hepatitis B surface antibody

HBsAg hepatitis B surface antigen

HBV hepatitis B virus

HCV hepatitis C virus

HCVAb hepatitis C virus antibody

HIV human immunodeficiency virus

HRQOL health-related quality of life

ICF informed consent form

ICH International Conference on Harmonisation

IDMC independent data monitoring committee

iDOR duration of intracranial response

IGF1R insulin-like growth factor receptor 1

ILD interstitial lung disease

iORR intracranial objective response rate

iPFS intracranial progression-free survival

IRB institutional review board

IRC independent review committee

IUD intrauterine device

KD kinase domain

KL-6 Krebs von den Lungen-6

KRAS v-Ki-ras2 Kirsten rat sarcoma viral oncogene homologue

LDH lactate dehydrogenase

MedDRA Medical Dictionary for Regulatory Activities

MHLW Ministry of Health, Labour and Welfare

MHRA Medicines and Healthcare products Regulatory Agency

MRI magnetic resonance imaging

NCI CTCAE National Cancer Institute Common Terminology Criteria for Adverse Events

NGS next-generation sequencing

NSCLC non-small cell lung cancer

ORR objective response rate

OS overall survival

PD progressive disease

PFS progression-free survival

PK pharmacokinetic(s)

PMDA Pharmaceuticals and Medical Devices Agency of Japan

PP per-protocol

PR partial response
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PRO patient-reported outcome

QD once daily

QLQ Quality of Life Questionnaire

QOL quality of life

QTc heart rate-corrected QT interval (calculated)

QTcF corrected QT interval by the Fridericia formula

RECIST Response Evaluation Criteria in Solid Tumors

ROS1 c-ros oncogene 1

SAE serious adverse event

SAP statistical analysis plan

SD stable disease

SLD sum of the longest diameters

SMQ symptoms standardized Medical Dictionary for Regulatory Activities query

SP-D surfactant protein-D 

SpO2 percutaneous oxygen saturation

SRS stereotactic radiosurgery

SUSAR suspected unexpected serious adverse reaction

TEAE treatment-emergent adverse event

TKI tyrosine kinase inhibitor

tmax time of first occurrence of Cmax

ULN upper limit of the normal range

US United States

WBRT whole brain radiation therapy

WHO World Health Organization
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The study consists of the safety evaluation lead-in part and the expansion part. The safety 
evaluation lead-in part allows patients with any line of prior ALK inhibitor which includes 
treatment-naïve patients; however, ALK inhibitor-naïve patients may be enrolled after the 
confirmation of first 3 DLT evaluable patients to have no more than 1 DLT during Cycle 1 by 
investigator’s judgement. The expansion part consists of the TKI-naïve expansion cohort and the 
refractory expansion part, and the refractory expansion part includes the main cohort and a 
subcohort based on prior ALK inhibitor treatment. The TKI-naïve expansion cohort includes the 
patients who have not received any prior TKI including ALK inhibitor. In this cohort, the 
efficacy will be evaluated, and total of 32 patients will be enrolled. The main cohort of the 
refractory expansion part includes patients who had previously received alectinib (as their only 
ALK inhibitor) or both alectinib and crizotinib (regardless the sequence of those 2 ALK 
inhibitors). The main cohort of the refractory expansion part will be used for the primary analysis 
of efficacy, and a total of 47 patients will be enrolled in the main cohort of the refractory 
expansion part. Patients with all other sequences of up to 2 prior ALK inhibitor(s) may be 
included in the subcohort of the refractory expansion part. Such other ALK inhibitors include 
(1) crizotinib only, (2) ceritinib only, (3) lorlatinib only, (4) both crizotinib and ceritinib, (5) both 
alectinib and ceritinib, (6) both crizotinib and lorlatinib, (7) both alectinib and lorlatinib, and 
(8) both ceritinib and lorlatinib. Up to 20 patients will be enrolled in the subcohort of the 
refractory expansion part.

In this study, brigatinib will be administered at 90 mg QD for the first 7 days and then 180 mg 
QD (90 mg QD→180 mg QD). In the safety evaluation lead-in part, patients will be monitored 
for intensive PK, and the tolerability of 90 mg QD→180 mg QD dosing will be confirmed. If the 
90 mg QD→180 mg QD dosing regimen is considered tolerable, additional patients enrolled in 
the expansion part will be treated with the same dosing schedule (90 mg QD→180 mg QD).

For the TKI-naïve expansion cohort, 32 patients will be enrolled and12 month PFS rate will be 
evaluated as the primary endpoint. The primary analysis will be performed at around 10 months 
after the enrollment of the last subject in TKI-naïve expansion cohort. The sample size and 
evaluation timing may be adjusted based on results of second interim analysis of ALTA-1L study, 
and actual enrollment period of the TKI-naïve expansion cohort.

For the main cohort of the refractory expansion part, there are 2 stages: the first 29 patients in the 
main cohort are included in Stage 1, and further patients will be continuously enrolled into 
Stage 2. An interim analysis for futility and efficacy will be performed in the Stage 1 population 
when the first 29 post-alectinib patients have had the opportunity to complete at least 3 
postbaseline scans (ie, after the Cycle 7 Day 1 disease assessment). Enrollment will not be 
suspended during evaluation of those 29 patients.

Following the screening period, eligible patients will be enrolled and treated with brigatinib. A 
patient is considered to be enrolled in the study when the first dose of brigatinib is administered.

Toxicity will be evaluated according to National Cancer Institute Common Terminology Criteria 
for Adverse Events (NCI CTCAE), Version 4.03, effective date 14 June 2010.Prop
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Response evaluation per RECIST version 1.1 will be done by both the investigator and an IRC. 
The primary analysis will performed on the results from the IRC.

Patients will be treated until they experience objective progressive disease (PD) per RECIST 
version 1.1, as assessed by the investigator, intolerable toxicity, w ithdrawal of consent, or 
discontinuation for any other reason. Treatment of patients with brigatinib may be continued at 
the tolerated dose level, despite investigator-assessed PD by RECIST version 1.1, if the patient 
otherwise has evidence of ongoing clinical benefit. In this case, discussions and agreements 
between the investigator and the sponsor’s project clinician (or designee) are required.

Figure 4.a Overview of Study Design

Safety Evaluation Lead-in Part

Nine DLT-evaluable patients will be enrolled in the safety evaluation lead-in part. The patients 
in the safety evaluation lead-in part will be hospitalized during Cycle 1 in general, and their 
condition will be closely monitored for safety and tolerability. Serial blood samples will be 
collected for the intensive PK profile. If a patient wishes to return home temporarily and the 
investigator confirms that the patient’s symptoms are stable per the available data, then the 
patient may return home temporarily except on Days 1 through 10 and Days 22 and 23, provided 
this does not interfere with the study assessments. The investigator must document the 
confirmation record for stabilization of the patient’s symptoms per the available data in an 
appropriate source record (eg, medical records) before the patient’s temporary leave.
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The patients in the safety evaluation lead-in part will receive brigatinib 90 mg QD→180 mg QD. 
A cycle of therapy comprises 28 days of treatment. If a patient is NOT considered DLT 
evaluable for any reason, the patient will be replaced.

DLTs are defined in Section 8.2. Tolerability of the 90 mg QD→180 mg QD schedule will be 
determined on the basis of the DLTs observed in Cycle 1. If a DLT is observed in fewer than 
3 of the 9 DLT-evaluable patients in the safety evaluation lead-in part, the 90 mg QD→180 mg 
QD regimen will be used for the patients enrolled in the expansion part. Further details on the 
dose expansion rules are described in Section 8.3.

Expansion Part (Refractory Expansion Part and TKI-Naïve Expansion Cohort)

Patients in the refractory expansion part and the TKI-naïve expansion cohort may be managed on 
an outpatient basis, and the number of study sites will be increased up to approximately 40. 
Patients in the refractory expansion part and the TKI-naïve expansion cohort will undergo less-
intensive PK blood sampling than patients in the safety evaluation lead-in part.

On an outpatient basis, patients will visit the hospital on Days 1, 8, and 15 of Cycle 1, and then 
on Day 1 of each cycle after Cycle 2. Tumor assessment will be performed every 2 cycles from 
Cycle 3 Day 1 through Cycle 15 Day 1, then every 3 cycles thereafter until the last dose of study 
drug. For patients who discontinue study treatment in the absence of PD, additional tumor 
assessment should continue at the same time points as the study treatment until PD or the start of 
another systemic anticancer therapy.

5.0 ANALYSIS ENDPOINTS

5.1 Primary Endpoint

The primary endpoints are:

 Confirmed ORR as assessed by an IRC, per Response Evaluation Criteria in Solid Tumors
(RECIST) version 1.1 in the main cohort of the refractory expansion part

 12 months PFS rate as assessed by an IRC, per RECIST version 1.1 in the TKI-naïve
expansion cohort

5.2 Secondary Endpoints

The secondary endpoints are:

a) Efficacy endpoint in the TKI-naïve expansion cohort, the overall population of the
refractory expansion part, and the safety evaluation lead-in part:

– Confirmed ORR, as assessed by an IRC, per RECIST version 1.1.

b) Efficacy endpoints in the TKI-naïve expansion cohort, the main cohort of the refractory
expansion part, the overall population of the refractory expansion part:

– DOR, as assessed by an IRC, per RECIST version 1.1.

– PFS, as assessed by an IRC, per RECIST version 1.1.
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analysis will be performed at around 10 months after the enrollment of the last subject in the 
TKI-naïve expansion cohort. The sample size and evaluation timing may be adjusted based on 
results of second interim analysis of ALTA-1L study, and actual enrollment period of the TKI-
naïve expansion cohort.

Overall, the total number of patients will be approximately 110 patients.

7.0 METHODS OF ANALYSIS AND PRESENTATION

7.1 General Principles 

All statistical analyses will be conducted using SAS® Version 9.4, or higher.

A statistical test for the primary endpoint will be reported as 1-sided and will be assessed at 
α=0.025 significance level and all confidence intervals will be reported as 2-sided unless 
otherwise stated. P-values will be rounded to 4 decimal places prior to assessment of statistical 
significance.

Means and medians will be presented to 1 more decimal place than the recorded data. The 
standard deviations (SDs) will be presented to 2 more decimal places than the recorded data. 
Confidence intervals about a parameter estimate will be presented using the same number of 
decimal places as the parameter estimate.

Where appropriate, variables will be summarized descriptively by study visit. For the categorical 
variables, the count and proportions of each possible value will be tabulated. The denominator 
for the proportion will be based on the number of subjects who provided non-missing responses 
to the categorical variable. For continuous variables, the number of subjects with non-missing 
values, mean, median, SD, minimum, and maximum values will be tabulated.

7.1.1 Study Definitions

How to convert a time-to-event endpoint unit from day to month:

value (Month)= value (Day)/30.4375

Dose intensity:

Total amount of doses taken/(Last non-zero dose date – First dose date +1)

Relative Dose Intensity:

(Total amount of dose taken /Total amount of dose planned per initial dose)*100

Objective Response Rate(ORR):

The proportion of patients who are confirmed to have achieved CR or PR

Confirmed responses

Responses that persist on repeat imaging 4 weeks (allowing a minus 3-day time window) or 
more after initial response, which will be confirmed by the investigator or IRC.Prop
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Duration of Response(DOR):

The time between the first documentation of objective tumor response (CR or PR) and the first 
subsequent documentation of objective PD or death due to any cause, whichever occurs first

Progression-Free Survival (PFS):

The time from the start of study treatment to the first documentation of objective PD or to death 
due to any cause, whichever occurs first.

 Based only on radiological assessments verified by an IRC. Clinical progression is not
considered a progression endpoint.

 The date of death when the patient is closely followed. However, deaths occurring after two
or more missed visits are censored at the last visit

 The detailed scheme of progression and censoring for the primary analysis of PFS is
specified in Table 7.a.

Table 7.a The Scheme of Progression and Censoring for PFS

Situation Date of progression or censoring Outcome

Documented disease progression or 
death with no baseline disease 
assessment

Earliest of the following:

Date of death

Date of progression

Progressed

New anticancer treatment (including 
palliative radiotherapy and cancer-
related surgery) started prior to 
documented disease progression or 
death

Date of last adequate radiological assessment 
prior to initiation of new anticancer treatment 
(including palliative radiotherapy and cancer-
related surgery)

Censored

Death or PD without more than 1 
missing radiographic assessment

Date of death or first PD whichever occurred 
first

Progressed

Death or PD after two or more missing
radiographic assessments

Date of last adequate radiological assessment Censored

No progression or death Date of last adequate radiological assessment Censored

Disease Control Rate (DCR):

The proportion of patients who are confirmed to have achieved CR or PR or have a best overall 
response of stable disease (SD) for 6 weeks or more after initiation of study drug.

Time to response:

The time interval from the date of the first dose of study treatment until the initial observation of 
CR or PR for patients with confirmed CR/PR.

Overall Survival (OS):

The time from the start of study treatment to the date of death.Prop
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Best response in target lesions:

The maximum unsigned decrease (or the minimum increase if no decrease) in percentage in the 
sum of the longest dimensions of the target lesions at a single assessment as compared with 
baseline.

Time on treatment 

Time on treatment is defined as the time interval from the first dose to the last dose of assigned 
study treatment.

ILD/Pneumonitis Events:

The search strategy included manual selection of PTs of Interstitial lung disease and Pneumonitis. 
Bradycardia Events:

The search strategy included manual selection of PTs of Ibradycardia, Central bradycardia, Heart 
rate decreased, Sinus bradycardia, Bradyarrhythmia, Atrioventricular block, Atrioventricular 
block complete, Atrioventricular block first degree and Atrioventricular block second degree.

Hypertension Events:

The search strategy included manual selection of PTs of Accelerated hypertension, Blood 
pressure diastolic increased, Blood pressure increased, Blood pressure systolic increased, 
Diastolic hypertension, Hypertension and Systolic hypertension.

GI Events:

Some PTs were retrieved manualy from SMQ; Gastrointestinal nonspecific symptoms and 
therapeutic procedures. For other GI events, the search strategy included manual selection of PTs 
of Dysphagia, Gastrointestinal tract irritation, Regurgitation, Retching and Vomiting projectile. 
Further details are given in Appendix 2.

Increased Insulin/ Hyperglycemia Events:

Hyperglycemia Events: The search strategy included manual selection of PTs of Blood glucose 
increased, Diabetes mellitus, Glycosylated haemoglobin increased, Hyperglycaemia, Insulin 
resistant diabetes, Insulin-requiring type 2 diabetes mellitus, Type 1 diabetes mellitus, Type 2 
diabetes mellitus and Type 3 diabetes mellitus.

Increased Insulin Events: The search strategy included manual selection of PTs of Blood Insulin 
increased and Hyperinsulinaemia.

Hyperglycemia Events and Increased Insulin Events were analyzed and tabulated together.

Hepatic Events

Some PTs were retrieved manualy from SMQ; Liver related investigations, signs and symptoms, 
Cholestasis and jaundice of hepatic origin, Hepatic failure, fibrosis and cirrhosis and other liver 
damage-related conditions and Hepatitis, non-infectious. Further details are given in Appendix 2.Prop

ert
y o

f T
ak

ed
a: 

For 
no

n-c
om

merc
ial

 us
e o

nly
 an

d s
ub

jec
t to

 th
e a

pp
lica

ble
 Term

s o
f U

se



Brigatinib-2001 Page 18 of 83
Statistical Analysis Plan Amendment 6 13 Jul 2021

Elevated CPK

The search strategy included manual selection of PTs of Blood creatine increased, Blood creatine 
phosphokinase increased, Hypercreatinaemia, Blood creatine phosphokinase MB increased, 
Blood creatine phosphokinase MM increased and Blood creatine phosphokinase BB increased.

Muscle Toxicity

The search strategy included manual selection of PTs of Muscle necrosis, Myoglobin blood 
increased, Myoglobin blood present, Myoglobin urine present, Myoglobinaemia, Myoglobinuria, 
Myopathy, Myopathy toxic, Necrotising myositis, Rhabdomyolysis, Biopsy muscle abnormal, 
Muscle discomfort, Muscle disorder, Muscle fatigue, Muscular weakness, Musculoskeletal 
discomfort, Musculoskeletal disorder, Musculoskeletal pain, Myalgia, Myositis and 
Musculoskeletal chest pain.

Pancreatic Events

Chemical Pancreatitis: The search strategy included manual selection of PTs of Amylase 
abnormal, Amylase increased, Hyperamylasaemia, Hyperlipasaemia, Lipase abnormal, Lipase 
increased, Pancreatic enzyme abnormality, Pancreatic enzymes abnormal, Pancreatic enzymes 
increased and Ultrasound pancreas abnormal.

Clinical Pancreatitis: The search strategy included manual selection of PTs of Haemorrhagic 
necrotic pancreatitis, Ischaemic pancreatitis, Oedematous pancreatitis, Pancreatic abscess, 
Pancreatic haemorrhage, Pancreatic necrosis, Pancreatitis, Pancreatitis acute, Pancreatitis 
haemorrhagic, Pancreatitis necrotising and Pancreatitis relapsing.

Chemical and clinical pancreatic events were analyzed and tabulated together.

Peripheral Neuropathy Events

A broad search strategy was used for the retrieval of all active PTs from the SMQ: Peripheral 
neuropathy.

Skin and Subcutaneous Events

The search strategy was used for the retrieval of all active PTs from the SOC; Skin and 
Subcutaneous Events.

Visual Impairment Events

The search strategy was used for the retrieval of all active PTs from the HLGT; vision disorder, 
some PTs were retrieved from SMQs; retinal disorder, glaucoma, lens disorder. For other Visual 
Impairment events, the search strategy included manual selection of PTs. Further details are 
given in Appendix 2.

Photosensitivity

The search strategy was used for the retrieval of all active PTs from the HLT; photosensitivity 
and photodermatosis conditions. Further details are given in Appendix 2.Prop
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CNS involvement at Screening:

The subjects with Brain and Leptomeningeal Involvement at Screening

Treatment-Emergent Adverse Events leading to study drug dose modification:

TEAE leading to dose discontinuation, dose interruption, or dose reduction

The subject who administrated any Chemo therapy:

The subjects who administrated the medication whose code are matched in the following table as 
prior anticancer therapy

Bevacizumab

Carboplatin

Chemotherapeutics

Cisplatin

Docetaxel

Gimeracil;Oteracil potassium;Tegafur

Gimeracil;Oteracil;Tegafur

Motesanib

Nivolumab

Paclitaxel

Pembrolizumab

Pemetrexed disodium

Tegafur;Uracil

Vinorelbine tartrate

7.1.2 Definition of Study Days

Study Day 1 is defined as the date on which a subject is administered their first dose of the 
medication. Other study days are defined relative to the Study Day 1 with Day 1 being Study 
Day 1 and Day -1 being the day prior to Study Day 1.

7.1.3 Definition of Study Visit Windows

For each visit, observation obtained in the corresponding time interval will be used. If more than 
one observation lies within the same visit window, the observation with the closest Day to the 
scheduled Day will be used. If there are two observations equidistant to the scheduled Day, the 
later observation will be used. 
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HRQOL scores(EORTC QLQ-C30, QLQ-LC13, and EQ-5D-5L), 12-lead ECG, ECOG 
performance status, and Testosterone

Visit
Scheduled Day

(days)

Time Interval (days)

Day* Follow-up Day

Baseline Day from first visit in cycle1: 1 -14 - 1

Cycle 2 Day from first visit in cycle2: 1 -3 - 29

Cycle 3 Day from first visit in cycle3: 1 -3 - 29

Cycle 4 Day from first visit in cycle4: 1 -3 - 29

Cycle 5 Day from first visit in cycle5: 1 -3 - 29

Cycle 6 and beyond Day from first visit in each cycle: 1 -3 - 29

* “Day” indicates day after first visit in cycle which is mentioned in “Scheduled Study Day”.

If the data is in the scope of several visits, the data will be regarded as the candidate data of the latest visit.

Laboratory Assessments except HbA1c and Testosterone

Visit
Scheduled Day

(days)

Time Interval (days)

Day* Follow-up Day

Baseline Day from first visit in cycle1: 1 -14 - 1

Cycle 1 Day15 Day from first visit in cycle1: 15 2 - 29

Cycle 2 Day from first visit in cycle2: 1 -3 - 29

Cycle 3 Day from first visit in cycle3: 1 -3 - 29

Cycle 4 Day from first visit in cycle4: 1 -3 - 29

Cycle 5 Day from first visit in cycle5: 1 -3 - 29

Cycle 6 and beyond Day from first visit in each cycle: 1 -3 - 29

* “Day” indicates day after first visit in cycle which is mentioned in “Scheduled Study Day”.

If the data is in the scope of several visits, the data will be regarded as the candidate data of the latest visit.

Vital signs

Visit
Scheduled Day

(days)

Time Interval (days)

Day* Follow-up Day

Baseline Day from first visit in cycle1: 1 -14 - 1

Cycle 1 Day8 Day from first visit in cycle1: 8 2 - 11

Cycle 1 Day15 Day from first visit in cycle1: 15 12 - 29

Cycle 2 Day from first visit in cycle2: 1 -3 - 29

Cycle 3 Day from first visit in cycle3: 1 -3 - 29

Cycle 4 Day from first visit in cycle4: 1 -3 - 29

Cycle 5 Day from first visit in cycle5: 1 -3 - 29

Cycle 6 and beyond Day from first visit in each cycle: 1 -3 - 29

* “Day” indicates day after first visit in cycle which is mentioned in “Scheduled Study Day”.

If the data is in the scope of several visits, the data will be regarded as the candidate data of the latest visit.
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HbA1c

Visit
Scheduled Day

(days)

Time Interval (days)

Day* Follow-up Day

Baseline Day from first visit in cycle1: 1 -14 - 1

Cycle 4 and beyond Day from first visit in each cycle: 1 -3 - 29

* “Day” indicates day after first visit in cycle which is mentioned in “Scheduled Study Day”.

If the data is in the scope of several visits, the data will be regarded as the candidate data of the latest visit.

7.1.4 Methods for Handling Missing Data and Specific Data

All available efficacy and safety data will be included in data listing and tabulations. No 
imputation of values for missing data will be performed unless otherwise specified. 

 For ORR as assessed by an IRC, if any tumor response of post baseline is not assessed or any
tumor response of baseline is not confirmed as measurable disease per the IRC, the patients
will be treated as the one who are not confirmed to have achieved CR or PR

 For ORR as assessed by an investigator, if any tumor response of post baseline is not
assessed or any tumor response of baseline is not confirmed as measurable disease per the
investigator, the patients will be treated as the one who are not confirmed to have achieved
CR or PR

 For DCR, patients with only non-measurable disease who had a CR or non-CR/non-PD will
be considered as having achieved DCR.

 For DOR, if tumor response cannot be confirmed, the patient will not be analyzed.

 For EORTC QLQ-C30, QLQ-LC13, published scoring manuals and guidelines will be used
to calculate scores and handle missing data.

 For stage at Screening, if no data has been input in CRF, the stage at initial diagnosis will be
used as the stage at screening,

 For clinical laboratory tests, values less than the lower limit of quantification will be treated
as value of lower limit when calculating the descriptive statistics.

 Disease duration with first diagnosis date of ALK + non small cell lung cancer that are
completely or partially missing will be derived as follows:

– If the year is missing, then the disease duration will be treated as missing.

– If the year is present but the month is missing, then the month will be treated as January
for the calculation.

7.2 Analysis Sets

The refractory expansion part and safety evaluation lead-in part:Prop
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Safety population will be defined as patients who receive at least 1 dose of study drug will be
used for all safety analyses.

Full analysis set (FAS) population will be defined as all patients who receive at least 1 dose of 
study drug.

FAS-P population, the main analysis set used for primary efficacy analysis, will be defined a
subset of the FAS population consisting of first 47 patients in the main cohort of the expansion
part.

Per-protocol (PP) population will be defined as a subset of the FAS-P population including
patients who do not have a major protocol violation listed below:

 Subjects who did not meet inclusion criteria #3, #4, #6 or, #10.

 Subjects who met exclusion criteria #9, #10, #11, #13 or, #14.

 Subjects who have violated the following rules specified in section 8.5.

– Any other systemic anticancer therapy including, but not limited to, chemotherapeutic
agents, immunotherapy, biological response modifiers (excluding growth factors),
radiotherapy, and/or systemic hormonal therapy (with the exception of local therapies,
such as SRS and WBRT, used for palliative or symptomatic control of existing lesions,
with appropriate treatment interruption at the discretion of the investigator). Hormonal
contraception is allowed.

– Use of any other investigational drug or device.

– Extensive surgery requiring in-patient care (patients may have an interruption in therapy
for 14 days should emergency surgery be required).

PK population will be defined as patients with sufficient dosing and PK data to reliably estimate
PK parameters as determined by the clinical pharmacologist

DLT population will be a subset of the DLT evaluable subject who completes at least 75% of 
planned cumulative doses in safety evaluation lead-in part.

The TKI-naïve expansion cohort:

Safety population will be defined as patients who receive at least 1 dose of study drug will be
used for all safety analyses.

Full analysis set (FAS) population will be defined as all patients who receive at least 1 dose of 
study drug.

PK population will be defined as patients with sufficient dosing and PK data to reliably estimate
PK parameters as determined by the clinical pharmacologist

Per-protocol (PP) population will be defined as a subset of the FAS population including patients 
who do not have a major protocol violation listed below:

 Subjects who did not meet inclusion criteria #3, #4, #6 or, #10.
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 Subjects who met exclusion criteria #1, #9, #10, #11, #13 or, #14.

 Subjects who have violated the following rules specified in section 8.5.

– Any other systemic anticancer therapy including, but not limited to, chemotherapeutic
agents, immunotherapy, biological response modifiers (excluding growth factors),
radiotherapy, and/or systemic hormonal therapy (with the exception of local therapies,
such as SRS and WBRT, used for palliative or symptomatic control of existing lesions,
with appropriate treatment interruption at the discretion of the investigator). Hormonal
contraception is allowed.

– Use of any other investigational drug or device.

– Extensive surgery requiring in-patient care (patients may have an interruption in therapy
for 14 days should emergency surgery be required).

7.3 Disposition of Subjects

7.3.1 Study Information

Analysis Set: All Subjects Who Signed the Informed Consent Form

Analysis 
Variable(s) : Date First Subject Signed Informed Consent Form

Date of Last Subject’s Last Visit

MedDRA Version

WHO Drug Version

SAS Version Used for Creating the Datasets

Analytical 
Method(s) :

(1) Study Information
Study information shown in the analysis variables section will be
provided.

7.3.2 Screen Failures

Analysis Set: All Subjects Who Did Not Enter the Treatment Period

Analysis 
Variable(s) : Age (years) [20<= - <65, 65<= - <=Max]

[20<= - <50, 50<= - <65, 65<= -
<75,75<= - <=Max]

Gender [Male, Female]Prop
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Analytical 
Method(s) :

(1) Screen Failures
Frequency distributions for categorical variables and descriptive
statistics for continuous variables will be provided.

7.3.3 Subject Eligibility

Analysis Set: All Subjects Who Signed the Informed Consent Form

Analysis 
Variable(s) : Eligibility Status [Eligible for Entrance into the 

Treatment Period, Not Eligible for 
Entrance into the Treatment 
Period]

Primary Reason for Subject Not 
Being Eligible

[Adverse Event, Death, Lost to 
Follow-up, Protocol Deviation, 
Screen Failure, Study Terminated 
by Sponsor, Withdrawal by 
Subject, Other]

Analytical 
Method(s) :

(1) Eligibility for Entrance into the Treatment Period
Frequency distributions will be provided. When calculating percentages
for the primary reasons for subject not being eligible, the total number of
ineligible subjects will be used as the denominator.

7.3.4 Number of Subjects Who Entered the Treatment Period by Site

Analysis Set: All Subjects Who Entered the Treatment Period

Analysis 
Variable(s) : Status of Entrance into the

Treatment Period
[Entered]

Stratum: Site [Site name and number will be used 
as categories]

Analytical 
Method(s) :

(1) Number of Subjects Who Entered the Treatment Period by Site
Frequency distribution will be provided for each stratum.
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7.3.5 Disposition of Subjects

Analysis Set: All Subjects Who Entered the Treatment Period

All Subjects Who Entered the Treatment Period in the main cohort

Analysis 
Variable(s) : Subject Status(End of Treatment) [Completed, Adverse Event, Death,

Lost to Follow-up, Progressive 
Disease, Protocol Deviation, Study 
Terminated by Sponsor, 
Symptomatic Deterioration, 
Withdrawal by Subject, Other, 
Ongoing]

Subject Status(Follow-up) [Death, Lost to Follow-up, Study 
Terminated by Sponsor, 
Withdrawal by Subject, Other, 
Ongoing]

Analytical 
Method(s) :

(1) Disposition of Subjects
Frequency distributions will be provided. When calculating percentages
for the reasons for not being treated, the total number of subjects not
treated by the study drug will be used as the denominator. When
calculating percentages for the reasons for discontinuation, the total
number of subjects who prematurely discontinued will be used as the
denominator.

7.3.6 Protocol Deviations

Analysis Set: All Subjects Who Entered the Treatment Period

Analysis 
Variable(s) : Protocol Deviation [Entry Criteria, Concomitant Medication, 

Procedure Not Performed Per Protocol(Primary 
Endpoint or Safety Related), Study Medication, 
Withdrawal Criteria, Major GCP Violations]

Analytical 
Method(s) :

(1) Protocol Deviations
Frequency distribution will be provided for each deviation category. A
subject who has several deviations will be counted once in each
appropriate category. A subject who has several deviations that can be
classified into the same category will be counted only once.
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7.3.7 Analysis Sets

Analysis Set: All Subjects Who Entered the Treatment Period

All Subjects Who Entered the Treatment Period in the main cohort

(For the refractory patients)

All Subjects Who Entered the Treatment Period in the safety evaluation 
lead-in part.(For the refractory patients)

Analysis 
Variable(s) : Handling of Subjects [Categories are based on Subject 

Evaluability List]

Analysis Sets

Full Analysis Set

Full Analysis Set P
(For the refractory patients)

Per Protocol Set

Safety Analysis Set

PK population

DLT population
(For the refractory patients)

[Included]

[Included]

[Included]

[Included]

[Included]

[Included]

Analytical 
Method(s) :

(1) Subjects Excluded from Analysis Sets

(2) Analysis Sets
For DLT population, frequency distributions will be provided for the
subjects in the safety evaluation lead-in part. For other populations, it
will be done in overall population and main cohort. For (1), a subject
who has several reasons for exclusion will be counted once in each
appropriate category for each analysis set. A subject who has several
reasons for exclusion that can be classified into the same category will be
counted only once.

For analysis on Full Analysis Set P, all subjects who entered the 
treatment period in the main cohort will be used as analysis set.

7.4 Demographic and Other Baseline Characteristics

Analysis Set: Safety analysis set

Full Analysis Set
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Vysis ALK Break Apart FISH 
Probe Kit

Nichirei Histofine RALK iAEP 
Kit 

Ventana ALK (D5F3) CDx
Assay 

RT-PCR 

Sequencing 

Unknown 

Other

[Yes]

[Yes]

[Yes]

[Yes]

[Yes]

[Yes]

[Yes]

Was an abnormality detected?

fusion partner

[Yes, No, Unknown]

[EML4, TFG, KIF5B, NPM, 
Fusion partner unknown, Other 
fusion partner]

ALK secondary mutation

T1151Tins

L1152R 

C1156Y 

I1171T 

I1171N 

I1171S 

F1174C 

F1174L 

V1180L 

L1196M 

L1198F 

G1202R 

G1202del 

D1203N 

S1206Y 

[Yes]

[Yes]

[Yes]

[Yes]

[Yes]

[Yes]

[Yes]

[Yes]

[Yes]

[Yes]

[Yes]

[Yes]

[Yes]

[Yes]

[Yes]Prop
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E1210K 

G1269A 

Unknown 

Other

[Yes]

[Yes]

[Yes]

[Yes]

Any Anticancer Therapies [Yes, No]

Regimen [Alectinib only, Crizotinib and 
Alectinib, Crizotinib only, 
Ceritinib only, Lorlatinib only, 
Crizotinib and Ceritinib, Alectinib 
and Ceritinib, Crizotinib and 
Lorlatinib, Alectinib and 
Lorlatinib, Ceritinib and Lorlatinib, 
Other]

Any Prior Chemo therapy [Yes, No]

Any Prior Radiotherapy [Yes, No]

Anatomic Site

Lung 

Mediastinal Lymph Nodes

Bone

Brain

Other

[Yes]

[Yes]

[Yes]

[Yes]

[Yes]

Analytical 
Method(s) :

(1) Summary of Demographics and Baseline Characteristics
Frequency distributions for categorical variables and descriptive
statistics for continuous variables will be provided.

7.5 Medical History and Concurrent Medical Conditions

Analysis Set: Safety Analysis Set

Analysis 
Variable(s) : Medical History

Concurrent Medical Conditions

Analytical 
Method(s) :

(1) Medical History by System Organ Class and Preferred Term
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Relative dose intensity (%)

Duration of treatment (month)

Duration of follow-up (month)

Analytical 
Method(s) :

(1) Study Drug Exposure and Compliance
Frequency distributions for categorical variables and descriptive
statistics for continuous variables will be provided.

7.8 Efficacy Analysis

7.8.1 Primary Efficacy Endpoint(s)

7.8.1.1 Primary Analysis

Analysis Set: Full Analysis Set P(For the refractory patients)

Full Analysis Set (For TKI-naïve Patients)

Analysis 
Variable(s): Confirmed ORR as assessed by an IRC(For the refractory patients)

PFS as assessed by an IRC (For TKI-naïve Patients)

Analytical 
Method(s): The point estimate and its 2-sided 95% confidence interval will be

summarized. The point estimate will be calculated by the method 
suggested by Kunzmann(2017) with weight function of uniform 
distribution of [0,1], which means that the point estimate will
((x1+x2+1)/49)x100. X1 and x2 represents the number of events at IA 
for the first 29 patients in the main cohort and the number of events at PA 
for the last 18 patients in the main cohort, respectively.

The confidence interval will be done based on the Clopper-Pearson type.

For PFS, the rate at 12 and, 24 months and the associated two-sided 90% 
confidence intervals with complementary log-log link will also be 
provided using the Kaplan-Meier method.
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7.8.1.2 Secondary Analysis

Analysis Set: Per Protocol Set(For the refractory patients) 

Analysis 
Variable(s): Confirmed ORR as assessed by an IRC

PFS as assessed by an IRC (For TKI-naïve Patients)

Analytical 
Method(s): The point estimate and its 2-sided 95% confidence interval will be

summarized. The point estimate will be calculated based on maximum 
likelihood estimation. The confidence interval will be done based on the 
Clopper-Pearson type.

For PFS, the rate at 12 and, 24 months and the associated two-sided 90% 
confidence intervals with complementary log-log link will also be 
provided using the Kaplan-Meier method.

7.8.2 Secondary Efficacy Endpoint(s)

7.8.2.1 Confirmed ORR by the investigator

Analysis Set: Full Analysis Set P(For the refractory patients)

Analysis 
Variable(s): Confirmed ORR as assessed by the investigator

Analytical 
Method(s): The point estimate and its 2-sided 95% confidence interval will be

summarized. The point estimate will be calculated based on maximum 
likelihood estimation. The confidence interval will be done based on the 
Clopper-Pearson type.

7.8.2.2 Confirmed ORR by an IRC

Analysis Set: Full Analysis Set

Full Analysis Set P(For the refractory patients)

Analysis 
Variable(s): Confirmed ORR as assessed by an IRC
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Analytical 
Method(s): The point estimate and its 2-sided 95% confidence interval will be

summarized. The point estimate will be calculated based on maximum 
likelihood estimation. The confidence interval will be done based on the 
Clopper-Pearson type.

7.8.2.3 Other assessment by an IRC

Analysis Set: Full Analysis Set

Full Analysis Set P(For the refractory patients)

Patients who had measurable CNS metastases in Full Analysis Set

Patients who had measurable CNS metastases in Full Analysis Set P

(For the refractory patients)

Analysis 
Variable(s): DOR as assessed by an IRC

PFS as assessed by an IRC(For the refractory patients)

DCR as assessed by an IRC

Time to response as assessed by an IRC

OS 

CNS response

iORR by an IRC

iDOR by an IRC

iPFS by an IRC

Time to intracranial response as assessed by an IRC

Time on treatment 

Best response in target lesions

Analytical 
Method(s): For iDOR and DOR, the cumulative incidences and the two-sided 95%

confidence intervals will be provided using the Kaplan-Meier method.
For DOR, Time to response, and Time to intracranial response as 
assessed by an IRC, summary of descriptive analysis will be provided for 
subjects with confirmed CR or PR. 

For Time on treatment, the summary of descriptive analysis will be 
provided and swimmer’s plot will be presented.
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For iPFS, PFS, and OS, the rate at 12 and, 24 months and the associated 
two-sided 95% confidence intervals with complementary log-log link 
will also be provided using the Kaplan-Meier method.

Especially, for iPFS, considering the progression by investigator 
assessment as competing risk and only intracranial progression by IRC 
as event, the cumulative incidence function for event will be provided.

Additionally, for the analysis for TKI-naïve patients, the same analysis 
mentioned above will be performed in Per Protocol Set.

For iORR, DCR, CNS response, the point estimate and its 2-sided 95% 
confidence interval will be summarized. The point estimate will be 
calculated based on maximum likelihood estimation. The confidence 
interval will be done based on the Clopper-Pearson type.

For iDOR and iORR, patients who had measurable CNS metastases in 
Full Analysis Set or in Full Analysis Set P will be used as analysis set.

For best response in target lesions, summary of descriptive analysis will 
be provided with a waterfall plot.

7.8.2.4 EORTC QLQ-C30

Analysis Set: Full Analysis Set in expansion part

Full Analysis Set P (For the refractory patients)

Analysis 
Variable(s):

Global health status

Global health status

Functional scales

Physical functioning

Role functioning

Emotional functioning

Cognitive functioning

Social functioning

Symptom scales

Fatigue

Nausea and vomiting

Pain

DyspnoeaProp
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Insomnia

Appetite loss

Constipation

Diarrhoea

Financial difficulties

Visit: Baseline, Cycle 2, Cycle 3, Cycle 4, Cycle 5, Cycle 6, Cycle 7, Cycle 8, 
Cycle 9, Cycle 10, Cycle 11, Cycle 12, Cycle 13, Cycle 14, Cycle 15, 
Cycle 16, Cycle 17, Cycle 18

Analytical 
Method(s): Descriptive statistics for observed values for each visit and changes from

baseline will be provided.

7.8.2.5 EORTC QLQ-LC13

Analysis Set: Full Analysis Set in expansion part

Full Analysis Set P(For the refractory patients)

Analysis 
Variable(s): Dyspnoea

Coughing

Haemoptysis

Sore mouth

Dysphagia

Peripheral neuropathy

Alopecia

Pain in chest

Pain in arm or shoulder

Pain in other parts

Visit: Baseline, Cycle 2, Cycle 3, Cycle 4, Cycle 5, Cycle 6, Cycle 7, Cycle 8, 
Cycle 9, Cycle 10, Cycle 11, Cycle 12, Cycle 13, Cycle 14, Cycle 15, 
Cycle 16, Cycle 17, Cycle 18
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Analytical 
Method(s): Descriptive statistics for observed values for each visit and changes from

baseline will be provided.

7.8.2.6 EQ-5D-5L

Analysis Set: Full Analysis Set in expansion part

Full Analysis Set P(For the refractory patients)

Analysis 
Variable(s): Mobility

Selfcare

Activity

Pain

Anxiety

EQ_VAS

Index Value

Visit: Baseline, Cycle 2, Cycle 3, Cycle 4, Cycle 5, Cycle 6, Cycle 7, Cycle 8, 
Cycle 9, Cycle 10, Cycle 11, Cycle 12, Cycle 13, Cycle 14, Cycle 15, 
Cycle 16, Cycle 17, Cycle 18

Analytical 
Method(s): For categorical variables, frequency distributions for each visit will be

provided. And for continuous variables, descriptive statistics for 
observed values for each visit and changes from baseline will be 
provided.

7.8.3 Additional Efficacy Endpoint(s)

7.8.3.1 Confirmed ORR by an IRC by the previous ALK inhibitor regimen

Analysis Set: Full Analysis Set

Full Analysis Set-P(For the refractory patients)

Analysis 
Variable(s): Confirmed ORR as assessed by an IRC (For the refractory patients)

PFS as assessed by an IRC (For TKI-naïve Patients)

Stratified Prop
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Variable(s): Age (years)

Gender

CNS involvement at Screening

Previous ALK Inhibitor Regimen

(For the refractory patients)

ALK secondary mutation

Any Prior Chemo Therapy

[20<= - <65, 65<= - <=Max]

[Male, Female]

[Yes, No]

[Alectinib only, Crizotinib and 
Alectinib, Crizotinib only, 
Ceritinib only, Lorlatinib only, 
Crizotinib and Ceritinib, Alectinib 
and Ceritinib, Other]

[Containing G1202R, Not 
containing G1202R but containing 
other, No or unknown somatic 
mutation]

[Yes, No]

Analytical 
Method(s): The point estimate and its 2-sided 95% confidence interval will be

summarized by stratified variable. The point estimate will be calculated 
based on maximum likelihood estimation. The confidence interval will 
be done based on the Clopper-Pearson type.

For PFS, the rate at 12 and, 24 months and the associated two-sided 90% 
confidence intervals with complementary log-log link will also be 
provided using the Kaplan-Meier method by stratified variable.

7.8.3.2 Proportion of patients with event

Analysis Set: Full Analysis Set P (For the refractory patients)

Full Analysis Set

Analysis 
Variable(s): Proportion of patients with PFS event

Proportion of patients with iPFS event (For the naive patients)

Proportion of patients with OS event

Proportion of patients with DOR event
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Analytical 
Method(s): The point estimate and its 2-sided 95% confidence interval will be

summarized. The confidence interval will be done based on the Clopper-
Pearson type.

7.9 Pharmacokinetic/Pharmacodynamic Analysis

7.9.1 Pharmacokinetic Analysis

7.9.1.1 Plasma concentrations of brigatinib and AP26123

Analysis Set: PK population
Analysis 
Variable(s): Plasma concentrations of brigatinib and AP26123

Time Point: (Safety Evaluation Lead-in Part)

Visit: Cycle 1 Day 1 and Cycle 1 Day 22

Predose and 0.5, 1, 2, 4, 6, 8, 12, and 24 hours postdose (relative to start 
time of morning dose at Day 1 or 22)

Visit: Cycle 1 Day 8, Cycle 1 Day 15, Cycle 2 Day 1, Cycle 3 Day 1, 
Cycle 4 Day 1, Cycle 5 Day 1

Predose

(Expansion Part)

Visit: Cycle 1 Day 1, Cycle 1 Day 8, and Cycle 1 Day 15

Predose and 1-4 hours postdose (relative to start time of morning dose at 
Day 1, 8, or 15)

Visit: Cycle 2 Day 1, Cycle 3 Day 1, Cycle 4 Day 1, Cycle 5 Day 1

Predose
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Analytical 
Method(s): The following summaries will be provided for each analyte by analysis

set.

(1) Descriptive statistics (mean, standard deviation, minimum, median
and maximum) for observed values will be provided for each time
point by dose. In addition, %CV, geometric mean, and
geometric %CV will be provided

(2) Observed values will be plotted using individual case plot

(3) Mean of plasma concentrations will be plotted by time point using
linear scale.

(4) Mean of plasma concentrations will be plotted by time point using
common log scale.

7.9.1.2 Plasma PK parameters of brigatinib and AP26123

Analysis Set: PK population
Analysis 
Variable(s): Plasma Concentrations of brigatinib and AP26123

[Cycle 1 Day 1]

Cmax tmax AUClast

AUC24 C24 tlast

[Cycle 1 Day 22]

Cmax tmax C24

AUC24 AUClast R(AUC24)

R(Cmax) CL/F tlast

Visit: Cycle 1 Day 1 and Cycle 1 Day 22 (Safety Evaluation Lead-in Part)

Analytical 
Method(s): The following summaries will be provided for each analyte by visit.

(1) Descriptive statistics (mean, standard deviation, minimum, median

and maximum) for PK parameters will be provided. In addition,

geometric mean, 1st and 3rd quartiles, %CV, and geometric %CV will

be computed for all PK parameters.

7.9.2 Pharmacodynamic Analysis

Not applicable
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7.10 Other Outcomes

Not applicable

7.11 Safety Analysis

7.11.1 Adverse Events

7.11.1.1 Overview of Treatment-Emergent Adverse Events

Analysis Set: Safety Analysis Set

Analysis 
Variable(s) : Treatment-emergent adverse event (TEAE)

Categories: Relationship to Study Drug [Related, Not Related]

Analytical 
Method(s) : The following summaries will be provided.

(1) Overview of Treatment-Emergent Adverse Events

1) All Treatment-Emergent Adverse Events (number of events,
number and percentage of subjects)

2) Drug-related Treatment-Emergent Adverse Events (number of
events, number and percentage of subjects)

3) Grade 3 or higher Treatment-Emergent Adverse Events (number
of events, number and percentage of subjects)

4) Grade 3 or higher Drug-RelatedTreatment-Emergent Adverse
Events (number of events, number and percentage of subjects)

5) Treatment-Emergent Adverse Events leading to study drug dose
modification (number of events, number and percentage of
subjects)

6) Treatment-Emergent Adverse Events leading to study drug
discontinuation (number of events, number and percentage of
subjects)

7) Treatment-Emergent Adverse Events leading to study drug
interruptions (number of events, number and percentage of
subjects)

8) Treatment-Emergent Adverse Events leading to study drug
reduction (number of events, number and percentage of
subjects)Prop
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9) Serious Treatment-Emergent Adverse Events (number of
events, number and percentage of subjects)

10) Drug-Related serious Treatment-Emergent Adverse Events
(number of events, number and percentage of subjects)

11) Treatment-Emergent Adverse Events resulting in death (number
of events, number and percentage of subjects)

12) Drug-RelatedTreatment-Emergent Adverse Events resulting in
death (number of events, number and percentage of subjects)

TEAEs will be counted according to the rules below.

Number of subjects

 Summaries for 2), 9), and 11)

A subject with occurrences of TEAE in both categories (ie, Related
and Not Related) will be counted once in the Related category.

 Summary for 3) and 4)

A subject with multiple occurrences of TEAE will be counted once
for the TEAE with the maximum grade.

 Summaries other than 2), 3), 4), 9) and, 11)

A subject with multiple occurrences of TEAE will be counted only
once.

Number of events

For each summary, the total number of events will be calculated.

7.11.1.2 Frequency of patients with DLTs during Cycle 1 in the safety evaluation lead-in part. 
Analysis Set: DLT population (For the refractory patients)

Analysis 
Variable(s) : Patients with DLTs during Cycle 1 [Yes, No]

Analytical 
Method(s) : Frequency distributions for categorical variables will be provided.

7.11.1.3 Displays of Treatment-Emergent Adverse Events

Analysis Set: Safety Analysis Set

Analysis 
Variable(s) : TEAE
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Categories:

Time of Onset (day) [1<= - <=28, 29<= - <=56, 57<= -
<=84, 85<= - <=112, 113<= -
<=140, 141<= - <=168, 169<= -
<=Max]

Time of Onset for 
ILD/Pneumonitis Treatment-
Emergent Adverse Events (day)

[1<= - <=14, 15<= - <=Max]

Analytical 
Method(s) : The following summaries will be provided using frequency distribution.

TEAEs will be coded using the MedDRA and will be summarized using 
SOC and PT.

SOC will be sorted alphabetically and PT will be sorted in decreasing 
frequency for tables provided by SOC and PT. SOC and PT will be 
sorted in decreasing frequency for tables provided by System Organ 
Class only or PT only.

(1) Treatment-Emergent Adverse Events by System Organ Class and
Preferred Term

(2) Treatment-Emergent Adverse Events by System Organ Class

(3) Treatment-Emergent Adverse Events by Preferred Term

(4) Drug-Related Treatment-Emergent Adverse Events by System
Organ Class and Preferred Term

(5) Grade 3 or higher Treatment-Emergent Adverse Events by System
Organ Class and Preferred Term

(6) Grade 3 or higher Drug-Related Treatment-Emergent Adverse
Events by System Organ Class, and Preferred Term

(7) Treatment-Emergent Adverse Events Leading to study drug
modification by System Organ Class and Preferred Term

(8) Drug-Related Treatment-Emergent Adverse Events Leading to
study drug modification by System Organ Class and Preferred
Term

(9) Treatment-Emergent Adverse Events leading to study drug dose
discontinuation by System Organ Class and Preferred Term

(10) Drug-Related Treatment-Emergent Adverse Events Leading to
study drug discontinuation by System Organ Class and Preferred
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Term

(11) Treatment-Emergent Adverse Events leading to study drug
interruptions by System Organ Class and Preferred Term

(12) Drug-Related Treatment-Emergent Adverse Events Leading to
study drug interruptions by System Organ Class and Preferred
Term

(13) Treatment-Emergent Adverse Events leading to study drug
reduction by System Organ Class and Preferred Term

(14) Drug-Related Treatment-Emergent Adverse Events Leading to
study drug reduction by System Organ Class and Preferred Term

(15) Serious Treatment-Emergent Adverse Events by System Organ
Class and Preferred Term

(16) Drug-Related Serious Treatment-Emergent Adverse Events by
System Organ Class and Preferred Term

(17) Treatment-Emergent Adverse Events resulting in death by System
Organ Class and Preferred Term

(18) Drug-Related Treatment-Emergent Adverse Events resulting in
death by System Organ Class and Preferred Term

(19) Treatment-Emergent Adverse Events by System Organ Class and
Preferred Term Over Time

(20) ILD/Pneumonitis Treatment-Emergent Adverse Events by System
Organ Class and Preferred Term

(21) ILD/Pneumonitis Treatment-Emergent Adverse Events by System
Organ Class and Preferred Term Over Time

(22) ILD/Pneumonitis Drug-Related Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(23) ILD/Pneumonitis Grade 3 or higher Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(24) ILD/Pneumonitis Grade 3 or higher Drug-Related Treatment-
Emergent Adverse Events by System Organ Class and Preferred
Term

(25) ILD/Pneumonitis serious Treatment-Emergent Adverse Events by
System Organ Class and Preferred Term

(26) ILD/Pneumonitis serious Drug-Related Treatment-Emergent
Adverse Events by System Organ Class and Preferred TermProp
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(27) ILD/Pneumonitis Grade 3 or higher serious Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(28) ILD/Pneumonitis Grade 3 or higher serious Drug-Related
Treatment-Emergent Adverse Events by System Organ Class and
Preferred Term

(29) ILD/Pneumonitis Treatment-Emergent Adverse Events leading to
study drug discontinuation by System Organ Class and Preferred
Term

(30) ILD/Pneumonitis Treatment-Emergent Adverse Events leading to
study drug interruptions by System Organ Class and Preferred
Term

(31) ILD/Pneumonitis Treatment-Emergent Adverse Events leading to
study drug reduction by System Organ Class and Preferred Term

(32) ILD/Pneumonitis Treatment-Emergent Adverse Events resulting
in death by System Organ Class and Preferred Term

(33) ILD/Pneumonitis Drug-Related Treatment-Emergent Adverse
Events resulting in death by System Organ Class and Preferred
Term

(34) Hypertension Treatment-Emergent Adverse Events by System
Organ Class and Preferred Term

(35) Hypertension Drug-Related Treatment-Emergent Adverse Events
by System Organ Class and Preferred Term

(36) Hypertension Grade 3 or higher Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(37) Hypertension Drug-Related Grade 3 or higher Treatment-
Emergent Adverse Events by System Organ Class and Preferred
Term

(38) Hypertension serious Treatment-Emergent Adverse Events by
System Organ Class and Preferred Term

(39) Hypertension serious Drug-Related Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(40) Hypertension Grade 3 or higher serious Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(41) Hypertension Grade 3 or higher serious Drug-Related Treatment-
Emergent Adverse Events by System Organ Class and Preferred
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(42) Hypertension Treatment-Emergent Adverse Events leading to
study drug discontinuation by System Organ Class and Preferred
Term

(43) Hypertension Treatment-Emergent Adverse Events leading to
study drug interruptions by System Organ Class and Preferred
Term

(44) Hypertension Treatment-Emergent Adverse Events leading to
study drug reduction by System Organ Class and Preferred Term

(45) Hypertension Treatment-Emergent Adverse Events resulting in
death by System Organ Class and Preferred Term

(46) Hypertension Drug-Related Treatment-Emergent Adverse Events
resulting in death by System Organ Class and Preferred Term

(47) Bradycardia Treatment-Emergent Adverse Events by System
Organ Class and Preferred Term

(48) Bradycardia Drug-Related Treatment-Emergent Adverse Events
by System Organ Class and Preferred Term

(49) Bradycardia Grade 3 or higher Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(50) Bradycardia Drug-Related Grade 3 or higher Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(51) Bradycardia serious Treatment-Emergent Adverse Events by
System Organ Class and Preferred Term

(52) Bradycardia serious Drug-Related Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(53) Bradycardia Grade 3 or higher serious Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(54) Bradycardia Grade 3 or higher serious Drug-Related Treatment-
Emergent Adverse Events by System Organ Class and Preferred
Term

(55) Bradycardia Treatment-Emergent Adverse Events leading to study
drug discontinuation by System Organ Class and Preferred Term

(56) Bradycardia Treatment-Emergent Adverse Events leading to study
drug interruptions by System Organ Class and Preferred Term

(57) Bradycardia Treatment-Emergent Adverse Events leading to study
drug reduction by System Organ Class and Preferred Term

(58) Bradycardia Treatment-Emergent Adverse Events resulting in
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death by System Organ Class and Preferred Term

(59) Bradycardia Drug-Related Treatment-Emergent Adverse Events
resulting in death by System Organ Class and Preferred Term

(60) GI Treatment-Emergent Adverse Events by System Organ Class
and Preferred Term

(61) GI Drug-Related Treatment-Emergent Adverse Events by System
Organ Class and Preferred Term

(62) GI Grade 3 or higher Treatment-Emergent Adverse Events by
System Organ Class and Preferred Term

(63) GI Drug-Related Grade 3 or higher Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(64) GI serious Treatment-Emergent Adverse Events by System Organ
Class and Preferred Term

(65) GI serious Drug-Related Treatment-Emergent Adverse Events by
System Organ Class and Preferred Term

(66) GI Grade 3 or higher serious Treatment-Emergent Adverse Events
by System Organ Class and Preferred Term

(67) GI Grade 3 or higher serious Drug-Related Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(68) GI Treatment-Emergent Adverse Events leading to study drug
discontinuation by System Organ Class and Preferred Term

(69) GI Treatment-Emergent Adverse Events leading to study drug
interruptions by System Organ Class and Preferred Term

(70) GI Treatment-Emergent Adverse Events leading to study drug
reduction by System Organ Class and Preferred Term

(71) GI Treatment-Emergent Adverse Events resulting in death by
System Organ Class and Preferred Term

(72) GI Drug-Related Treatment-Emergent Adverse Events resulting in
death by System Organ Class and Preferred Term

(73) Pancreatic Treatment-Emergent Adverse Events by System Organ
Class and Preferred Term

(74) Pancreatic Drug-Related Treatment-Emergent Adverse Events by
System Organ Class and Preferred Term

(75) Pancreatic Grade 3 or higher Treatment-Emergent Adverse Events
by System Organ Class and Preferred Term
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(76) Pancreatic Drug-Related Grade 3 or higher Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(77) Pancreatic serious Treatment-Emergent Adverse Events by
System Organ Class and Preferred Term

(78) Pancreatic serious Drug-Related Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(79) Pancreatic Grade 3 or higher serious Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(80) Pancreatic Grade 3 or higher serious Drug-Related Treatment-
Emergent Adverse Events by System Organ Class and Preferred
Term

(81) Pancreatic Treatment-Emergent Adverse Events leading to study
drug discontinuation by System Organ Class and Preferred Term

(82) Pancreatic Treatment-Emergent Adverse Events leading to study
drug interruptions by System Organ Class and Preferred Term

(83) Pancreatic Treatment-Emergent Adverse Events leading to study
drug reduction by System Organ Class and Preferred Term

(84) Pancreatic Treatment-Emergent Adverse Events resulting in death
by System Organ Class and Preferred Term

(85) Pancreatic Drug-Related Treatment-Emergent Adverse Events
resulting in death by System Organ Class and Preferred Term

(86) Increased Insulin/Hyperglycemia Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(87) Increased Insulin/Hyperglycemia Drug-Related Treatment-
Emergent Adverse Events by System Organ Class and Preferred
Term

(88) Increased Insulin/Hyperglycemia Grade 3 or higher Treatment-
Emergent Adverse Events by System Organ Class and Preferred
Term

(89) Increased Insulin/Hyperglycemia Drug-Related Grade 3 or higher
Treatment-Emergent Adverse Events by System Organ Class and
Preferred Term

(90) Increased Insulin/Hyperglycemia serious Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(91) Increased Insulin/Hyperglycemia serious Drug-Related Treatment-
Emergent Adverse Events by System Organ Class and Preferred
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Term

(92) Increased Insulin/Hyperglycemia Grade 3 or higher serious
Treatment-Emergent Adverse Events by System Organ Class and
Preferred Term

(93) Increased Insulin/Hyperglycemia Grade 3 or higher serious Drug-
Related Treatment-Emergent Adverse Events by System Organ
Class and Preferred Term

(94) Increased Insulin/Hyperglycemia Treatment-Emergent Adverse
Events leading to study drug discontinuation by System Organ
Class and Preferred Term

(95) Increased Insulin/Hyperglycemia Treatment-Emergent Adverse
Events leading to study drug interruptions by System Organ Class
and Preferred Term

(96) Increased Insulin/Hyperglycemia Treatment-Emergent Adverse
Events leading to study drug reduction by System Organ Class and
Preferred Term

(97) Increased Insulin/Hyperglycemia Treatment-Emergent Adverse
Events resulting in death by System Organ Class and Preferred
Term

(98) Increased Insulin/Hyperglycemia Drug-Related Treatment-
Emergent Adverse Events resulting in death by System Organ
Class and Preferred Term

(99) Hepatic Treatment-Emergent Adverse Events by System Organ
Class and Preferred Term

(100) Hepatic Drug-Related Treatment-Emergent Adverse Events by
System Organ Class and Preferred Term

(101) Hepatic Grade 3 or higher Treatment-Emergent Adverse Events
by System Organ Class and Preferred Term

(102) Hepatic Drug-Related Grade 3 or higher Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(103) Hepatic serious Treatment-Emergent Adverse Events by System
Organ Class and Preferred Term

(104) Hepatic serious Drug-Related Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(105) Hepatic Grade 3 or higher serious Treatment-Emergent Adverse
Events by System Organ Class and Preferred TermProp
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(106) Hepatic Grade 3 or higher serious Drug-Related Treatment-
Emergent Adverse Events by System Organ Class and Preferred
Term

(107) Hepatic Treatment-Emergent Adverse Events leading to study
drug discontinuation by System Organ Class and Preferred Term

(108) Hepatic Treatment-Emergent Adverse Events leading to study
drug interruptions by System Organ Class and Preferred Term

(109) Hepatic Treatment-Emergent Adverse Events leading to study
drug reduction by System Organ Class and Preferred Term

(110) Hepatic Treatment-Emergent Adverse Events resulting in death by
System Organ Class and Preferred Term

(111) Hepatic Drug-Related Treatment-Emergent Adverse Events
resulting in death by System Organ Class and Preferred Term

(112) Elevated CPK Treatment-Emergent Adverse Events by System
Organ Class and Preferred Term

(113) Elevated CPK Drug-Related Treatment-Emergent Adverse Events
by System Organ Class and Preferred Term

(114) Elevated CPK Grade 3 or higher Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(115) Elevated CPK Drug-Related Grade 3 or higher Treatment-
Emergent Adverse Events by System Organ Class and Preferred
Term

(116) Elevated CPK serious Treatment-Emergent Adverse Events by
System Organ Class and Preferred Term

(117) Elevated CPK serious Drug-Related Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(118) Elevated CPK Grade 3 or higher serious Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(119) Elevated CPK Grade 3 or higher serious Drug-Related Treatment-
Emergent Adverse Events by System Organ Class and Preferred
Term

(120) Elevated CPK Treatment-Emergent Adverse Events leading to
study drug discontinuation by System Organ Class and Preferred
Term

(121) Elevated CPK Treatment-Emergent Adverse Events leading to
study drug interruptions by System Organ Class and Preferred
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Term

(122) Elevated CPK Treatment-Emergent Adverse Events leading to
study drug reduction by System Organ Class and Preferred Term

(123) Elevated CPK Treatment-Emergent Adverse Events resulting in
death by System Organ Class and Preferred Term

(124) Elevated CPK Drug-Related Treatment-Emergent Adverse Events
resulting in death by System Organ Class and Preferred Term

(125) Visual Impairment Treatment-Emergent Adverse Events by
System Organ Class and Preferred Term

(126) Visual Impairment Drug-Related Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(127) Visual Impairment Grade 3 or higher Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(128) Visual Impairment Drug-Related Grade 3 or higher Treatment-
Emergent Adverse Events by System Organ Class and Preferred
Term

(129) Visual Impairment serious Treatment-Emergent Adverse Events
by System Organ Class and Preferred Term

(130) Visual Impairment serious Drug-Related Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(131) Visual Impairment Grade 3 or higher serious Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(132) Visual Impairment Grade 3 or higher serious Drug-Related
Treatment-Emergent Adverse Events by System Organ Class and
Preferred Term

(133) Visual Impairment Treatment-Emergent Adverse Events leading
to study drug discontinuation by System Organ Class and
Preferred Term

(134) Visual Impairment Treatment-Emergent Adverse Events leading
to study drug interruptions by System Organ Class and Preferred
Term

(135) Visual Impairment Treatment-Emergent Adverse Events leading
to study drug reduction by System Organ Class and Preferred
Term

(136) Muscle Toxicity Treatment-Emergent Adverse Events by System
Organ Class and Preferred Term
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(137) Muscle Toxicity Drug-Related Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(138) Muscle Toxicity Grade 3 or higher Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(139) Muscle Toxicity Drug-Related Grade 3 or higher Treatment-
Emergent Adverse Events by System Organ Class and Preferred
Term

(140) Muscle Toxicity serious Treatment-Emergent Adverse Events by
System Organ Class and Preferred Term

(141) Muscle Toxicity serious Drug-Related Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(142) Muscle Toxicity Grade 3 or higher serious Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(143) Muscle Toxicity Grade 3 or higher serious Drug-Related
Treatment-Emergent Adverse Events by System Organ Class and
Preferred Term

(144) Muscle Toxicity Treatment-Emergent Adverse Events leading to
study drug discontinuation by System Organ Class and Preferred
Term

(145) Muscle Toxicity Treatment-Emergent Adverse Events leading to
study drug interruptions by System Organ Class and Preferred
Term

(146) Muscle Toxicity Treatment-Emergent Adverse Events leading to
study drug reduction by System Organ Class and Preferred Term

(147) Peripheral Neuropathy Treatment-Emergent Adverse Events by
System Organ Class and Preferred Term

(148) Peripheral Neuropathy Drug-Related Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(149) Peripheral Neuropathy Grade 3 or higher Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(150) Peripheral Neuropathy Drug-Related Grade 3 or higher
Treatment-Emergent Adverse Events by System Organ Class and
Preferred Term

(151) Peripheral Neuropathy serious Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(152) Peripheral Neuropathy serious Drug-Related Treatment-Emergent
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Adverse Events by System Organ Class and Preferred Term

(153) Peripheral Neuropathy Grade 3 or higher serious Treatment-
Emergent Adverse Events by System Organ Class and Preferred
Term

(154) Peripheral Neuropathy Grade 3 or higher serious Drug-Related
Treatment-Emergent Adverse Events by System Organ Class and
Preferred Term

(155) Peripheral Neuropathy Treatment-Emergent Adverse Events
leading to study drug discontinuation by System Organ Class and
Preferred Term

(156) Peripheral Neuropathy Treatment-Emergent Adverse Events
leading to study drug interruptions by System Organ Class and
Preferred Term

(157) Peripheral Neuropathy Treatment-Emergent Adverse Events
leading to study drug reduction by System Organ Class and
Preferred Term

(158) Skin and Subcutaneous Treatment-Emergent Adverse Events by
System Organ Class and Preferred Term

(159) Skin and Subcutaneous Drug-Related Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(160) Skin and Subcutaneous Grade 3 or higher Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(161) Skin and Subcutaneous Drug-Related Grade 3 or higher
Treatment-Emergent Adverse Events by System Organ Class and
Preferred Term

(162) Skin and Subcutaneous serious Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(163) Skin and Subcutaneous serious Drug-Related Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(164) Skin and Subcutaneous Grade 3 or higher serious Treatment-
Emergent Adverse Events by System Organ Class and Preferred
Term

(165) Skin and Subcutaneous Grade 3 or higher serious Drug-Related
Treatment-Emergent Adverse Events by System Organ Class and
Preferred Term

(166) Skin and Subcutaneous Treatment-Emergent Adverse Events
leading to study drug discontinuation by System Organ Class and
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Preferred Term

(167) Skin and Subcutaneous Treatment-Emergent Adverse Events
leading to study drug interruptions by System Organ Class and
Preferred Term

(168) Skin and Subcutaneous Treatment-Emergent Adverse Events
leading to study drug reduction by System Organ Class and
Preferred Term

(169) Photosensitivity Treatment-Emergent Adverse Events by System
Organ Class and Preferred Term

(170) Photosensitivity Drug-Related Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(171) Photosensitivity Grade 3 or higher Treatment-Emergent Adverse
Events by System Organ Class and Preferred Term

(172) Photosensitivity Drug-Related Grade 3 or higher Treatment-
Emergent Adverse Events by System Organ Class and Preferred
Term

(173) Photosensitivity serious Treatment-Emergent Adverse Events by
System Organ Class and Preferred Term

(174) Photosensitivity serious Drug-Related Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(175) Photosensitivity Grade 3 or higher serious Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

(176) Photosensitivity Grade 3 or higher serious Drug-Related
Treatment-Emergent Adverse Events by System Organ Class and
Preferred Term

(177) Photosensitivity Treatment-Emergent Adverse Events leading to
study drug discontinuation by System Organ Class and Preferred
Term

(178) Photosensitivity Treatment-Emergent Adverse Events leading to
study drug interruptions by System Organ Class and Preferred
Term

(179) Photosensitivity Treatment-Emergent Adverse Events leading to
study drug reduction by System Organ Class and Preferred Term

(180) Most commonly reported Treatment-Emergent Adverse Events by
System Organ Class and Preferred Term

(181) Most commonly reported Grade 3 or higher Treatment-Emergent
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Adverse Events by System Organ Class and Preferred Term

(182) Most commonly reported Non-Serious Treatment-Emergent
Adverse Events by System Organ Class and Preferred Term

The frequency distribution will be provided according to the rules below.

Number of subjects

 Summary tables other than the CTCAE grade, (19), and (21)

A subject with multiple occurrences of TEAE within a SOC will be
counted only once in that SOC. A subject with multiple occurrences
of TEAE within a PT will be counted only once in that PT.
Percentages will be based on the number of subjects in the safety
analysis set.

 Summary tables for the CTCAE grade

A subject with multiple occurrences of TEAE within a SOC or a PT
will be counted only once for the TEAE with the maximum intensity.
Percentages will be based on the number of subjects in the safety
analysis set.

 Summary table for (19) and (21)

A subject with a TEAE that occurs in more than one interval is
counted in all the intervals that the TEAE occurs. For each time
interval, a subject with multiple occurrences of TEAE within a SOC
or a PT will be counted only once in that SOC or PT.
When calculating percentages for each time interval, the number of
subjects at risk (ie, subjects who either have an exposure or have an
occurrence of TEAE, during or after the corresponding time interval)
will be used as the denominator. The number of subjects whose onset
of any one of the TEAEs is within the time interval will be used as
the numerator.

 Summary table for (180) and (181)

Most commonly reported TEAEs refer to PTs whose percentages are
at least 10.0% in any one of the treatment groups.

 Summary table for (182)

Most commonly reported Non-Serious TEAEs refer to PTs whose
percentages are at least 5.0% in any one of the treatment groups. If
no Non-Serious TEAEs exceed a frequency of 5.0%, the frequency
cutoff of 2.0% will be used instead. Percentages will be based on the
number of subjects in the safety analysis set.Prop
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7.11.1.4 Time to Onset and the Duration of Special Interest Treatment-Emergent Adverse 
Events

Analysis Set: Safety Analysis Set

Analysis 
Variable(s) : Time to initial onset of ILD/Pneumonitis

Time to initial onset of Bradycardia Even

Time to initial onset of Hypertension Eve 

Time to initial onset of GI Events

Time to initial onset of Pancreatic Events

Time to initial onset of Increased Insulin/Hyperglycemia Events

Time to initial onset of Hepatic Events

Time to initial onset of Elevated CPK Events

Time to initial onset of Visual Impairment Events

Time to initial onset of Muscle Toxicity Events

Time to initial onset of Peripheral Neuropathy Events

Time to initial onset of Skin and Subcutaneous Events

Time to initial onset of Photosensitivity Events

Analytical 
Method(s) : For each variable, descriptive statistics will be provided.

7.11.1.5 Displays of Pretreatment Events

Analysis Set: All Subjects Who Signed the Informed Consent Form

Analysis 
Variable(s) : Pretreatment event (PTE)

Analytical 
Method(s) : The following summaries will be provided using frequency distribution.

PTEs will be coded using the MedDRA and will be summarized using 
SOC and PT. SOC will be sorted alphabetically and PT will be sorted in 
decreasing frequency.

(1) Pretreatment Events by System Organ Class and Preferred Term

(2) Serious Pretreatment Events by System Organ Class and PreferredProp
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Term

The frequency distribution will be provided according to the rules below.

Number of subjects

A subject with multiple occurrences of PTE within a SOC will be 
counted only once in that SOC. A subject with multiple occurrences of 
PTE within a PT will be counted only once in that PT.

7.11.2 Clinical Laboratory Evaluations

7.11.2.1 Hematology and Serum Chemistry

Analysis Set: Safety Analysis Set

Analysis 
Variable(s) : Hematology

Hematocrit Platelet count Hemoglobin

White blood cell count with differential (ANC, basophils, eosinophils, 
lymphocytes, monocytes)

Serum Chemistry

Albumin Alkaline phosphatase 
(ALP)

Amylase

ALT AST Blood urea nitrogen 
(BUN)

Calcium Creatine 
Phosphokinase (CPK)

Bicarbonate (or total 
carbon dioxide)

Chloride Creatinine Glucose (fasted)

Lactate dehydrogenase 
(LDH)

C-reactive protein
(CRP)

Magnesium

Phosphorus Potassium Sodium

Bilirubin (total bilirubin, conjugated and unconjugated bilirubin)

Protein (total protein) Uric acid HbA1c

Insulin Testosterone (Male 
Patients Only)

Lipase

Visit: Baseline, Cycle 1 Day 15, Cycle 2, Cycle 3, Cycle 4, Cycle 5, Cycle 6, 
Cycle 7, Cycle 8, Cycle 9, Cycle 10, Cycle 11, Cycle 12, Cycle 13, 
Cycle 14, Cycle 15, Cycle 16, Cycle 17, Cycle 18 (except HbA1c and 
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Testosterone)

Baseline, Cycle 4, Cycle 7, Cycle 10, Cycle 13, Cycle 16 (HbA1c)

Baseline, Cycle 2, Cycle 3, Cycle 4, Cycle 5, Cycle 6, Cycle 7, Cycle 8, 
Cycle 9, Cycle 10, Cycle 11, Cycle 12, Cycle 13, Cycle 14, Cycle 15, 
Cycle 16, Cycle 17, Cycle 18 (Testosterone)

Analytical 
Method(s) : For each variable, summaries (1) to (2) will be provided.

For applicable variables, summaries (3) will be provided.

(1) Summary of Laboratory Test Results and Change from Baseline by
Visit
Descriptive statistics for observed values for each visit and changes
from baseline will be provided.

(2) Case Plots
Plots Over Time for each subject will be presented.

(3) Summary of Shifts of Laboratory Test Results
Shift tables will be generated showing changes in NCI CTCAE
grade from baseline to the worst postbaseline value.

7.11.3 Vital Signs

7.11.3.1 Vital Signs and Weight

Analysis Set: Safety Analysis Set

Analysis 
Variable(s) :

Systolic Blood Pressure

Diastolic Blood Pressure

Pulse

Respiratory rate

SpO2

Body temperature

Weight

Visit: Baseline, Cycle 1 Day8, Day 15, Cycle 2, Cycle 3, Cycle 4, Cycle 5, 
Cycle 6, Cycle 7, Cycle 8, Cycle 9, Cycle 10, Cycle 11, Cycle 12, Cycle 
13, Cycle 14, Cycle 15, Cycle 16, Cycle 17, Cycle 18

Analytical 
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Method(s) : For each variable, summaries (1) to (3) will be provided.

For applicable variables, summaries (4) will be provided.

(1) Summary of Vital Signs Parameters and Change from Baseline by
Visit
Descriptive statistics for observed values for each visit and changes
from baseline will be provided.

(2) Case Plots
Plots over time for each subject will be presented.

(3) Summary of Shifts of Vital Signs Parameters
Shift tables will be generated showing changes in NCI CTCAE
grade from baseline to the worst postbaseline value.

7.11.4 12-Lead ECGs

Analysis Set: Safety Analysis Set

Analysis 
Variable(s) : 12-Lead ECG Interpretation [Within Normal Limits, Abnormal but not

Clinically Significant, Abnormal and 
Clinically Significant]

QT Interval

QTcF Interval

Visit: Baseline, Cycle 2, Cycle 3, Cycle 4, Cycle 5, Cycle 6, Cycle 7, Cycle 8, 
Cycle 9, Cycle 10, Cycle 11, Cycle 12, Cycle 13, Cycle 14, Cycle 15, 
Cycle 16, Cycle 17, Cycle 18

Analytical 
Method(s) : For each variable other than 12-lead ECG interpretations, summaries (1)

and (2) will be provided.

For applicable variables, summary (3) will be provided.

For 12-lead ECG interpretation, summary (4) will be provided.

(1) Summary of ECG Parameters and Change from Baseline by Visit
Descriptive statistics for observed values and changes from baseline
will be provided for each visit.

(2) Case Plots
Plots over time for each subject will be presented.

(3) Number and Percentage of Subjects with Markedly Abnormal
Values of ECG Parameters
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Overall frequency distributions of MAV during treatment period
will be provided. If an ECG laboratory parameter has both lower and 
upper MAV criteria, analysis will be performed for each. Further 
details are given in Appendix.

(4) Summary of Shift of 12-lead ECG Interpretation
Shift table showing the number of subjects in each category at
baseline and each post-baseline visit will be provided.

7.11.5 Other Observations Related to Safety

Not applicable

7.12 Interim Analysis

In this study, a 2-stage design will be used. An interim analysis for both futility and efficacy will be 
conducted in Stage 1, according to H1-minimax design in Englert. The proportion of patients 
achieving a confirmed objective response, per IRC, will be used as the endpoint for the interim 
analysis. The interim analysis will be performed with the first 29 patients in the main cohort of 
the expansion part at the cycle 6 after entry of the 29th patient. Enrollment will not be suspended 
during evaluation of these 29 patients; however, patients enrolled after the 29th patient in the 
main cohort of the expansion part will not be included in the interim analysis even if their ORR 
results were available on the cutoff date.

If the number of patients with confirmed ORR is 3 or fewer of the 29 patients, enrollment will be 
stopped entirely for futility. Additionally, if the number of patients with confirmed ORR is 10 or 
more of the 29 patients, it will be decided that brigatinib has demonstrated sufficient efficacy to 
reject the null hypothesis and declare superiority to the uninteresting ORR of 15% but the result at 
the timing of primary analysis will be interpreted descriptively. Otherwise, the study will 
continue until the 47 patients have had the opportunity to complete the Cycle 6 disease 
assessment. For the primary analysis, if the number of patients with confirmed ORR at the primary 
analysis is more than the number determined by the number at the interim analysis mentioned in 
Table 7.b, it will be decided that brigatinib has demonstrated sufficient efficacy to reject the null 
hypothesis. Of note, for the first 29 patients, their efficacy evaluation at the interim analysis were 
to be used.
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Table 7.b Minimum Number of Confirmed ORR at the Primary Analysis

No. ORR at Interim Analysis No. ORR at Primary Analysis

4/29 13/47

5/29 13/47

6/29 13/47

7/29 13/47

8/29 13/47

9/29 12/47

An IDMC will be formed. The IDMC will provide recommendation on the go/no go decision to 
move from the safety evaluation lead-in part to the expansion part, and on the futility and efficacy
assessments performed at the interim analysis.

Furthermore for the publishment, the analysis only in safety lead-in part will be performed when 
all patients in safety lead-in part have had the oppotunity to complet the cycle 6.

7.12.1 Analysis plan at the Interim Analysis

The analysis plan at interim analysis is based on this document except the following things.

1. The definition of FAS-P is a subset of the FAS population consisting of first 29 patients in
the main cohort of the expansion part.

2. The point estimate mentioned in section 7.8.1.1 will be calculated based on the maximum
likelihood estimation.

3. The interim analysis will be done for the all subjects who enroll the study until first
29 patients in the main cohort of the expansion part enroll the study.

7.12.2 Analysis plan in safety lead-in part

The analysis plan will be done as follows in 9 patients in safety lead-in part instead of analysis 
population specified in SAP.

1. Same analysis as section 7.4, 7.7, 7.8.1.2, 7.8.2.1, 7.9.1.2, 7.11.1.1, and 7.11.1.2 will be
performed.

2. Same analysis as (1) and (3) in section 7.9.1.1 will be performed.

3. Same analysis as (1), (4), (5), (6), (9), (10), (11), (12), (13), (14), (15), (16), and (17) in
section 7.11.1.3 will be performed.

4. The analysis for best response in target lesions in section 7.8.2.3 will be performed.
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7.13 Planned Analysis for the Refractory Patients and one for TKI-naïve Patients

7.13.1 Planned Analysis for the Refractory Patients

The analysis for the refractory patients will be performed when all refractory patients have had 
the opportunity to complete the Cycle 7 Day 1 disease assessment. The data for TKI-naïve
Patients will be excluded from the analysis.

7.13.2 Planned Analysis for TKI-naïve Patients

The analysis for TKI-naïve Patients will be performed after the final database lock at the end of 
the study. For efficacy and pharmacokinetic analysis, the same analysis described in section 7.8
to 7.9 as the one for the refractory patients will be performed only in TKI-naïve Patient. 
Additionally, 12 months PFS rate as assessed by an IRC, per RECIST version 1.1 in the TKI-
naïve expansion cohort will be performed as primary endpoint. For disposition of subjects, 
demographic, compliance, and safety analysis, the same analysis described in section 7.3 to 7.7, 
and 7.11 as the one for the refractory patients will be performed in TKI-naïve Patient and in all 
patients who have been enrolled.

7.13.3 Planned Final Analysis

For efficacy analysis, the analysis described in section 7.8 to 7.9 will be performed in following 
population.

 TKI-naïve Patients.

 Refractory Patients.

For disposition of subjects, demographic, compliance, and safety analysis, the same analysis 
described in section 7.3 to 7.7, and 7.11 will be performed in following population

 TKI-naïve Patients.

 Refractory Patients.

 All patients who have been enrolled.

7.14 Changes in the Statistical Analysis Plan 

Based on comment from the team members, the following things has been changed.

 The analysis for photosensitivity event as special interest AE has been added.

 The analysis which was done in adhoc analysis has been added as additional analysis.

 Section 7.13.3 has been added.
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